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1, Gno-Qiang Chen, MD,, PhJD-, declare that: 

1- J am a physiciaihacicQtbt currently studying the use of arsenic trioxidc to treat "blood 
csntcem, especially acute promy elocytk, leukemia (APL). 

2, I received a ELS. in Medicine from Hengyang Medical College in 19S5; an MS, in 
Pathophysiology at Shanghai Second Medics! University in China in 1588; and an M.D JKLD. in 
Hematology at Shanghai Second Medical University in 1996. 

3. I am presently an Associate Professor and Vice-Director of the Department of Biology 
at the institute of Hematofogy of RuUJia Hospital; a Vic&Direetor of the Department of Biology 
at Shanghai Second Medical University; and a Visiting Research Assistant Professor at the 
McKtai SinaL School of Medicine in New York. I have been studying and working in the 
scientific and/or medical field Ar almost 20 yrars. 

4. During my career, I have received the following awards and honors: (1) the 1996 
Award for Outstanding Young Scientific Phosphor of Shanghai Municipality; (2) the 1997 
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Award for Outstanding Young Scientist from the National Natural Sciences Foundation of 
China; and (3) the 1 997 Pint Degree Award fox the Ftfcgres* in Sciences and Technologies of 
Shanghai Municipality. 

5. I have authored and co-authored many scientific publications relating to the use of 
arsenic compounds for the tr&ttmeat of APL in various journals. Some of these publications 
include: (1) Chen et aL, In vitro studies on celMar and molecular mechanisms of arsenic trioxidc 
(A$iCb) in the treatment of acute promyelocyte leukemia: AS7Q3 induces NB4 cell apoptosis 
vdth down-rcguisdori of Bcl-2 expression and jsodulation of FMI^RARA/PML Protein- Blood 
1996; 88:2025; (2) Chen et aL, Pharmacokinetics and efficacy of kw-doae sli-trans. rctinnic acid 
in the treatment of acute promyelocytic leukemia. Leukemia 1995; 10: 825; and (3) Su-Ym . 
Zhang fit &l. f Establishment of a human acute ^myelocytic leukemia-aseitea model in SCTD 
mice. Blood 1996; 37: 3404. 

6. I am familiar wiih the subject matter of the above-referenced patent application, which 
teaches pure arsenic trioxidc being administered intravenously to treat APL. I further understand 
that the claims of the application have been rejected under 35 CJ.S.C § 103 on the groumfe of 
obviousness largely in view of the fim> qftal. reference tided, "Use of Ai-LingNo.l injection 
combined with pattern identificalion Iheory of Chinese traditional medicine, in the trea tmen t of 
acute promyelocytic leukemia: Report from 32 patients/' 

7. At the Shanghai Institute of Hematology at Rui-Jin Hospital and Shanghai Second 
Medical University, where lama Professor, we have received international recognition for a 
series of achievements* including the discovery of all-trans retinoic acid as a treatment for 
leukemia. During the past six years, I have directed bedside and bench studies on the use of . 
arscrrrc trioxide (AT) to treat blood cancexs, especially acute promyelocytic leukemia (APL). 
Actually, 1 was the responsible author of the August, 1996 publication in toe journal, Blood, that 
made AT attract worldwide interest for cancer therapy. Therefore, I believe that I understand 
clearly the history and recent progress on the application of AT in the treatment of APL. In 
addition, I am familiar with Dr. Tingdong Zhang and his ex^rimeuiadon and teachings on the 
treatment of APL. 

8. In the early 197ffs when China was in the so-called "Cultural Great Revolution*" 
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mzny doctors were recalled into the countryside to provide medical services Ihr farmers. Asa _ 
director o f such a team, Dr. T^gpg of Haibin Medical University ftaaad that some rural doctors 
used "xmshi 11 (arsenic stone hi English) and herbal concentrates to treat some cancers; some 
irKifffinitive effectiveness in such treatment was demonstrated. "Thereafter, Dr. Zhang and his 
colleagues returned to study the use of AT to treat cancers. 

9. "First, r>r. TWtg; and his colleagues prepared a solution called "Ai-Lins No, 1" 
(meaning in Chinese "the most effective <irag ;fcr treatment of sance?*"}. winch were crude 
extracts, at least containing arsenic stone or arsenic sublimate and HgCl. With about 20 years of 
experimentation, tfaey published the first short report in the Chinese Journal of Integration of 
Chinese and Western Medicine in 1992 (the Sua et aLxefeecce),- lathis paper, they showed that 
AMLing No, 1 combined with other Chinese herbs, such as Ginseng White Ti^sr Decoction and 
otbsrs, induced cancer remission in 21 of 32 AFL patients. The specific role of ersenic still 
remained wiknown. Stibaeqaent studies showed that the HgCi component has little value other 
t h*m increasing the toxicity of this treatment Therefore, Dr. Zhang began tq change the 
composition of Ai-Ling No. 1 . In early 19% he first reported in the Chinese Journal of 
Hematology that intravenous infosion fcf pure arsenic trioxidc could effectively treat APL. 
Zhang was awarded a Chinese patent in 1999 for that discovery, from a patent application 
corresponding to the above-referenced sppiicatiaiL 

10. It should be {**phn gri7^ th at the original Ai-Ling No. 1 formulation is different froxn 
the currently used drug, pure arsenic trioxide. According to &e Chinese Drug Dictionary, Xin- 
shi, the main composite of Ai-Ling No. 1, is a mixture of arsenobum and arsenopyritum. This is 
•mainly composed of As406 mixed with ferric and sulfite* At the time of Dr. Zhang's invention, 
Xin-Shi was considered to be toxic and was used only in topical form. Therefore, in my 
professional opinion, the prevalent teaching at that time, incfuding the Sua et al. reference was 
nol* to develop and use arsenic in any form without additives, but to administer it along with 
dctoxiiying herbs. 

1 1. Dr. Zhang's development of pure arsenic trioxide went against the teaching in the 
prior art at that time in China and elsewhere. Although Ai-Iing No* 1, with the herbal 
concentrates, was effective in treating APL at feast as early as 1S92, it was not cicar wbirt the 
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active ingredient was. Ties, in my professional opinion, ther? was no motivation at that time to 
use a pure farm of arsenic without Chhresc beiWaddi&Yea fbt the a^venou* treatment of APL, 
In the face of the conventional wisdom at that time, Dr. Zhang is credited wrth the -disco rery of 
such an intravenous use of arsenic trioxide. 

I hereby declare that all statements made herein of my o\vn knowledge are true and that 
all statements made on injfrrmartcn are Sieved to be true; acd fuT&£? that these statements were 
made with the knowledge that willfbl false statements andthelDce ao made are punishablcby 
fine at imprisonment, cr both, under 1001 of Title 1 8 of the United State* Code and dial such 
willful false statements may jeopardize Abe validity ofthe a^licaticELor any patent issuing 
{herefrom. ,*.*-■ 
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